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[1] 

-CONR*R2$r^i-o R^fi. |W1— XtiM^ o tK*^ y x.=.)VXitT JV^n^^ 

L<{i. T;^3^vt?«^:^:J^•cv>•r ^> J;v^-7ai-;v, 2) a-trvy;^. 3) 3-t°'; 
v;w. Xfi. 4) 4-ii°'; v;v-eM^^tL-cv>T^> J:v>o ) 
2 ] 

-j^^ [1] -r^m^fi^it^ma^. N-CVf Uy>-3-1';V^-^;V)-(2E.4E)-5-[(lS,2S,4aR. 
6R, 7S, 8S, 8aS) -7- 1 K n v-2. 6, 8- h 9 ^ , 2. 4a. 5, 6. 7. 8, 8a-^ ^^tKo±7i5' 

± 7 ^ V > m^i^X ii <^ Ji«F# $ ti.^ J^o 
[W*3^31 

m^m ixit2 $m<7>^^ ^ ML vui-y^\yymm^x\t^<omm±f^^-^f^^^^mn 

[11^^ 5 1 

%Mim.ix\i.2%m.<r>^ ^ ^ \^ Yui-y if \yy mm^x ti o mm±^^ ^fi^m.^ 
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m^m 6 ] 

[W^^ 7 ] 

umm 9 1 
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10 0 0 1 ] 
[0 0 0 2] 

Sr^fcLTV^So «>5rO*H»*^^(^#;S*?^ibtLTV>^75^ >f-C«)ICAM-l (in 

tercel lular adhesion molecule-1) {±> ^jfiLl=|*i^{w^ U < US LT^ 

[0 0 0 3] 

ICAM-lfiTaBJEUr:/^'-. CD4> CD8. VCAM-1 (vascular cell adhesion molecule-1) 

Kii^. 76~114kDa=Sr^i-^ >^^•i^Kt^*^o ICAM-1{±^^LFA-1 (lymphocyte function 
-associated antigen-1) (OV V t^^hfiX\^>fz:d^ (^Jx.{i\ W^ffX^2-3^ 
Mo ) . Usic-1^CD43(DV :^'y h^X^^h C t i>mh7()^iz-^fitz (Mx.{^. 

:fcit4~5#s?) o 

[0 0 0 4] 

^mmm'^rjv^m^^fz^m-A^^. mwj^-^f- m^it. #^#ft=:tfi^6~7#Mo ) 

{f> ^mwxmi i#Mo ) > mM. m^it. ^^wf^xmi 2mmo ) Ru^mm 
it. ^iwwf^xm 3#Mo ) iizis\^^xi>mcm-mm'^^^m<omMmmi^hiifz;^ 

[0 0 0 5] 

mti^xm^^Kx^tzi)^ ±ti^fifzmmiitfz^^^-r. mtz^j^immm^m-t^m 

[0 0 0 6] 

[2] -^*$tL-2)Coprophilin{±. ^mf^ffi^^LTV^;2, i tLTV^;5 

un^^x\^^fj:\,^ m^it. ^^nxmi 4#Mo ) o 

[0 0 0 7] 
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[2] 



WS^Wf'XMl] Patarroyo M,et al.iLancet., 1989. Nov 11, 2(8672). 1139-42 
[0^WrXM.2 ] DustinML,et a 1. :Annu. Rev. Immunol. , 1991, 9, 27-66 
{W^^XM,3] Springer TAlNature, 1990, 346, 425-434 
{0^W:^C^4] Diamond MS.et al. :J. Cell. Biol. , 1990. Ill, 3129-3139 
i^^!^W^XWt5] Rosenstein Y.et al. : Nature, 1991, 354, 233-235 
IWS^WX^e] ligoY.et al. :J. Immunol., 1991, 147, 4167-4171 
W^^XWi7] Kavanaugh AF, et al. : Arthritis. Rheum. , 1992, 35(Sppul.), 53 
{0^Wf:t^S ] Kawasaki K,et al. : J. Immunol. . 1993, 150. 1074-1083 
Cosimi AB.et al. :J. Immunol. , 1990, 144, 4604-4612 
I^#W=5:itl 0] Barton RW,et. al. Ij.lmmunol., 1989, 143, 1278-1282 
l^^^Pf'X^l 1] Seko Y.et al. :J. CI in. Invest. , 1993, 91, 1327-1336 

2] Wegner CD.et al.iScience, 1990. 247, 456-459 
[^#^:fcS)il 3] Wal lance JL.et al. : Am. J.Physiol. . 1993. 265, G933-998 
I*#fi^jtitl 4] Ondeyka JG.et al. :Bioorg. Med. Chem. Lett. , 1998, 8, 3439-344 

2 

[0 0 0 8] 

miiE#2 005-3012169 



#M 2003-435677 



3/ 



[0 0 0 91 
[0 0 10] 
[0 0 11] 



R 




CH3 ^ 




[1] 

-CONR^R^S-fti-o R^ r2«> |W|-Xttm*oT, tK^. 7i-;i/X{iT;v^;v* 

L<{i. T;v3Jf i/T-«m$tL-rv>r ^) iv^7^-;i/> 2) 2-tfUv^;i^. 3) s-tTu 
v;v. Xti. 4) 4 - ti'U v^;i^-cs^$tL-cv^T^) iv>o ) 

±^(ot^^\^ h'u-ry^ uymmi^or^x-^ N-(tru v^^'-s-^r ;^^f■;^)-(2E.4E)-5- 
[ (is. 2S, 4aR, 6R. 7S, 8S. 8aS) -7- K n ^ ->-2. 6. 8- h U ^ ^ 2. 4a. 5. 6. 7. 8. Sa-:^- iJ' 
t KD:^7^ 1^:^-1-^ ;V]-2—>«^;P^:^^' -2,4- v^J^>'i?T 5 K>6^$fiLv»o 
lO 0 1 2] 

lO 0 1 3] 
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[0 0 14] 

. m^li. ^^;v> n-'/oH;v, >fv/ntf;l/, n-"7*'^;i/, ^V^^n^. sec 

tert-y'f-;w, n-'^>f-;i', 'fv'^>f-;v, n-'^^v^v, -f y^^'>;v^ n 
-i'v^-/-^;v^ n-^^^^;^^ n-y-;v^ n-7'5^;v*«^tf'btL-i)o 
it^t^ccoR^m 1 ~ 3 (7) ^> <^ tv^o 
[0 0 151 

[0 0 16] 
[0 0 17] 

[0 0 18] 
[0 0 19] 
[0 0 2 0] 

MP-19500. m^^i^mAmmmsm^m^mmw^mmst't>'S^-) <ommo'Rxf^(o 

[0 0 2 1 ] 

^ • ->3$|^5c^Afe±Jc^W$-*JtNFS-932(^/h;t=S:> MB t/cJ[jpX:^*S.af^@7XOA 

zmmm.\^x^^m.-f^^t\z^^i^^z.tii^x^ho 

[0 0 2 2] 

mK^^^y-jv^M^. **vf--f-if--e^^ • fl&muTtt^. sR5iiiiti-^o 

OTlc^iHlx.. ^^J&^A^n-^ h^r^^^ -tr«L. lE*!^*-^ ^'^--'^/7^cT'^§ffiL. 

[0 0 2 3] 

mM. : 216.0-218.6 "C 
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Rfiii (TLCTJV"? A~>- vV :^^;i/60 F2 54^ : 

V)VJuy--^m^-9-)i^-90%^m. (5:4:1) 0.66 

:^^^^;l/A-T-^r^>-2-y^/^V-;^ (85:15:20) 0.72 
C19H28O3 
Tc^^^fffi (C19H28O3 LT) : 

ft^'fit (%) C:74.96 H:9.27 

HiM-fit (%) C:74.79 H:9.27 
EI-MS (M*) : m/z 304 

Jt«j£ : [«]d2° +58.71° (c 0.998. CH3 OH) 
IR (KBr) : v 1667 cm"^ 

WM^JfeF<^^^^(±. EI-MS (m/z 304. M*) S.W^7n^:0-*f (calcd for C19H28O3 H:9.2 
7%, C:74.96«; found H: 9. 27%, C:74.79%) J: i? C19H28O3 1 t fco h 1,z:i<D^^^ 
^^^C NMR7>^i^ h;l':S.m)EPT>^^i> (DMSO-de) X ^mULfZo f'S:^*), ffi^^ 

>b5m<0:tUy^:=.y^y<^>) , 1 m<^ 4m.t ^ > Rm (5125.03ppm) RXf 1 
mo fs ^ ( 5 169. 24ppin. IR: v 1667cin- M i •? «^ $ tt-S i i: 75«§g P> t 

tn'O. ^^^}inm<0^t^\9^(r>^^Z'm.=y^-f}X^i)mm'^'iCi^fz (Sl=Sr#M) o 
[0 0 2 4] 

^v^t?> #aNMR;^^^' (DMSO-de) Or'-^iiJ, WM«it=Sr JI^T<^a "J 
tfco t-f^H-^H COSY;^^i^ 19^ ^t:olHv'^^:^;V'^;liJS L/c (^14-#M) o 

#mfi<j^v'i^-^;vfc LT. 42|s<;Op{^;V:5^yi/<y h (d *> l2^tiJ^Pi* T''; ^iJ^'l' i;?) 

W 3 'IM<^^S^'^) *^SIM$^^>to * :^v:<J4.38ppini3 12.13ppm<^)v^^:^;l/{±. H 
MQC;^^^h;v (IIIl=lr#Hs) \zii\^x'^^Z}i(r>i^^\l~ ■h^mM'^^ti:ii^^fzZ.)iii-h . 

■h^iLis-h 2Wi<oimiMkX^:^ z.}Lii^7f^^^iL^ ^) 9 — :^<^ 5 12. ISppmO vi^:^;^{i-?-<0 

\^^-y-7 yis-hij yy^^^^yiy/m-^^^^iLi^Tpm-^ix^fz^ (C19H28O3) ^*)yfmm 
mite ttj::h-^^. 31@60z:M^t lMo*;^:^?-;^(;o:^?^E36«^i^$tL-&;^^i6^ 

[0 0 2 51 

mMmo(D^m.Xf^^Cmi it^i/yy (OMSO-de) ^^WzW^-To ^r^Ss ^tfo rPosit 
ionj (i. llI2<OTO«3it:::feltS^^#-^*^-ro 
[0 0 2 6] 
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1^1] 

ai mm^^o Rxs'^c nmr it^^^-ph (dhso-</,) 



Position 


6C (ppm) 


Type 


5H (ppm) [nu It. «/(Hz) ] 


1 


43. 32 


CH 


1 . 1 7 [1H. in] 


2 


80. 23 


CH 


2. 46[1H. m] 


3 


39. 23 


CH 


1.37[1H.ni] 


4 


39.11 


CH. 


0. B4[1H. q. 12. 3] 








1 . 67 [1H. dt. 13. 2/3. 3] 


5 


41.63 


CH 


1. 79[1H. m] 


6 


1 31 . 38 


CH 


5. 41 E1H. dd, 11 . 1/1. 8] 


7 


1 32. 25 


CH 


5.56ClH,ddd. 9.6/4.5/2.7] 


8 


36.31 


CH 


2. 1 1 [1H, m] 


g 


49.10 


CH 


2. 46 [1 H. m] 


1 0 


45.11 


CH 


1 . 02C1H, q. 9. 9] 


1 1 


147. 96 


CH 


6. 20[1H. dd. 15. 3/10. 5] 


1 2 


1 24. 07 


CH 


6. 33C1H. dd. 15. 0/11. 1] 


13 


137. 92 


CH 


7. 11 [1H. dd. 11. 1/1. 5] 


1 4 


125. 03 


c 




15 


169. 24 


CO 




16 


18. 14 


CH, 


0. 99[3H. d. 6. 6] 


17 


1 9. 33 


CH, 


0. 94[3H. d. 6. 3] 


18 


16. 22 


CH, 


0. 91 C3H. d, 7. 2] 


1 9 


12. 48 


CH, 


1 . 83 [3H. d. 1 . 2] 


2-OH 






4. 3S[:iH, d. 7. 2] 


COOH 






12. 13C1H. br] 



o(7)^^L/c;5<> tf>->;^7-A<D:j?:t>6?|gib:6^i:^o/i (HI 2 <D:*:^=Sr#DB) „ ^v^T. ^ 

;vynh> (a4.38ppin) i:*Bra3&^*'?>:^<^^n h > (H-2) Hov^T}±. ^(D^^-t^R 
m (C-2. ^80.23ppm) tw^LT. 2-OH. H-4. H-16. H-n-^-h<D:mm>' i^i- J^-^MM^fl 
tz^ta-h. H-2T-afe^ tlt^cftt/^o ^d-y3<r>-:ru h> (H-9) fr-ov^TJi. ^(D^^ 
i-^RM (C-9. a49.l6ppm) izHLX. H-10. H-IU H-12> H-18d»'bOfflM'>^^"^J^** 

;v^ESijT*itL{f, :itLh(D'yVi-)Vi:mjJliZ:ft^m'^i1r;h^t:i^X-^fz m2<D.^M^m 
m o m^i3}l^^^'y}^^(DiiW:ii> :^ }i^^=-)\^Rm (C-15) tc*j-LrH-13S.mi-19;i^'b 

[0 0 2 71 

~m^^(Dm^MnK-o^^xii. m^i-^^i^y ^ y-f^^ \y(n>m^'m.%.ii^hmM\^fz 
o ti'm\^^iyy ^ yK'=>\^^xit. ii-6yn-7m<D^^^^:^^]=n.iiizX'^^:it-A^h. 

0 -tbrn^mziS:^^:^ (C-ll/C-12) t±. H-ll/H-12F50^'^5e^7&«J=15.3HzT?*-5C:i::d^ 

:ifih(DZf u h y\t:S.\^^K trans (ESSM) X^^t^mLfZo m^mm^<^^M(D 
nM^^ (0-13/0-14) tcov^-cfi, —:f3(DRmTf)^4m.mimx^^:itTf)^h. -^vy^y 
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(C-19) (D^^C mRiy^i-}i^(D'i\:^Z^y hTi-hmmir^^tliZl^tzo -t^J^t^^^o) 
> (H-13) i:d*i:vn::transC)P#lc^;2, (■t'5:t>t)EieS) i:^^L/^o ^(Oi^^i, NO 
[0 0 2 81 

-TMO^^t/io tJfeo-C, MM^#(i> (2E.4E)-5-(7-t: Kn^i/-2,6.8-h U ^^;l'-l,2 
,4a,5.6,7,8.8a-:^t5' t Kn "7 4^ l^V-l-^ ;i/)-2-^ ^-2,4--:^^>'i^'e$) s 

m^>9 76«#<> (DMSO-de) '^iJ^-f ;v#jfiO^^^^*j»^i-^ i i:56*fflil-C 

[0 0 2 9] 

TG^^W-fit (C20H30O3 t LT) : 
tmm. (%) C:75.43 H:9.50 
(%) C:75.10 H:9.44 
JtSl^fe*: [a]i)2" +71.64° (c 0.469. CH3 OH) 
IR (KBr) : 1709 cm'^ 
^H-NMR(CDCl3) 8: 0. 95[3H, d, 7. 0(H-18)] , 0.96[lH.q. 11. 8(H-4ax)], 1.04[3H.d,6.2(H 
-16)3. 1.08[3H,d,6.4(H-17)], 1. 08[1H, q, 9. 7(H-10)]. 1.32[lH,m(H-l)], 1.52[lH.m(H- 
3)], 1.75[lH,dt,12.8/3.4(H-4eq)]. 1. 85[lH,m(H-5)]. 1.93C3H,d. 1.4(H-19)], 2.20[1H 
.m(H-8)], 2.49[lH.td,9.4/5.6(H-9)], 2.74[lH,t,8.8(H-2)], 3. 75[3H. sC-COaCHa)] . 5. 
44[1H, dt, 9. 4/1. 8 (H-6) ] . 5. 59 [IH. ddd. 9. 6/4. 0/2. 6 (H-7) ] . 6. 14 [IH, dd, 14. 8/9. 6 (H-11) 
], 6.27[lH.dd,15.0/10.6(H-12)]. 7. 20 [IH, dq. 10. 6/1. 4 (H-13)] 

( 8 2. 74ppm) {i^^^ifcj=8. 8Hz=£r#o h V zfU y Y X;ii)i :l i:i)>hT ^Z^T 

L T *3 1? . •z-'B^ iz mm-t ^ n-iR m-s ^- o v> r fi^eti t # r ;w@eifii -^^ ^ - ^: 

. C-3iS:<^)^-^;W»25.C^C-2teOli Ka^->;i'*tiJ^^ T h u T;v@Ef3:ir*^o — H-2 
i)^hii]i-AT^'yT)V-:fu Y> (H-4ax. a0.96.q, J=11.8Hz) :5.mi-10 1.08.q, J=9.7H 

z) KM L xmE-^mm ^n. t3H-4a ^ t n-ioo mx i> mEiimwi -^fitziitTb^h. ^ti 

hoyzfn Y >{i]i:v>m,3-v'T^ vT^K^gl^tiab-S t^^smX^^ho H-4ax:5.ti'H-10fiv> 
■rtL^>±|!^^^^^=^#o;!{;;Uxy YXh^^ti)-h. ^ tL^ tCi^^1-;SH-5S.mi-9 ^) 
|Bl«ltCT4f'>7;VJCiBlRlLTV^^o i<^Cli:«, H-9fcH-l. H-5<O|RIJCN0E:6«ilillS^ ttfcC: 
bi)^h% $ tL <2> o IWl^t <^N0E?im76«H-8 i: H-90 X ^ mU ^ tL, it trH-8 i: H-lOO F^l \Z 

36*T'§^o H-8{4s H-5 (§|V^) (^V^) tc:^ LT ^)NOE=^^ L^cjS^ It^ONOEti 

)&«r'i-5o — :^^OH-9Ji. iai|ift<7):*-V'7^ ^'yn h ^H-li:S.tni-12*3MbT^>N0E4:^Ljt 

o 

[0 0 3 01 

®]g^t/0^^3z:##it(i. Ji;?.7-;i/#t-tgfMosherft (Ohtani, I.; Kusumi, T. ; Kash 
man, Y. ; Kakisawa, H. J. Am. Chem. Soc. 1991, 113, 4092-4096) ^rigfflLT^^L 
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fzo T- )\^^^S-'R.xrR-m:?k^ n V F ( « dp v_ a -( h U 7 ;v :t n ^ -7 - 

;i/7-lr-^;i'^'n V F) t SJS^-*^ ^ i: i D R-:5.t>'S-MTPAJ^>^x;Vt'^-*b. ^^H NMR 

10 0 3 1] 

7. X ;^#:OR-MTPA^ ;^ -r ;V#:<^%tt^ }±JiJ.T<^]l»5-e*;2.o 
iH-NMR(CDCl3) S: 0.80[3H,d,6-2(H-16)], 0.89[3H,d,6.2(H-17)], 0.95[3H.d.7.4(H-18 
)]. 1.07[lH.q.l2.0(H-4ax)]. 1. 16[lH.q. lO.O(H-lO)], 1. 59[lH.in(H-l)], 1. 70[lH,m(H- 
3)], 1.8l[lH.iii(H-4eq)]. 1.87[lH.m(H-5)], 1.91[3H.d.l.2(H-19)]. 2.20[lH,m(H-8)], 
2.47[lH.td.9.4/5.6(H-9)], 3. 55[3H, sCMTPA-OCHa)] , 3. 75[3H, sC-COaCHa)] , 4.60[lH,t. 
10.0(H-2)], 5.44[lH,dt.9.6/1.4(H-6)], 5.6l[lH.ddd,9.2/4.0/2.6(H-7)]. 6.09[lH.dd, 
15.0/9.4(H-11)], 6.23[lH.dd,15.0/10.2(H-12)]. 7.16[lH.dd.l0.6/1.4(H-13)], 7. 40 [3 
H,m(mPA-Ph)], 7.61[2H.m(MTPA-Ph)] 

:i-7. -r ;v#:<^S-MTPAJ^;^ r )V^(r>%'&L^\t \^XT(Dm i9 1? ^ -S) o 
iH-NMR(CDCl3) d: 0.80[3H.d.6.4(H-17)]. 0. 89[3H. d, 6. 2(H-16)] . 0. 96[3H, d. 7. 0(H-18 
)], 1.05[lH.q.l2.0(H-4ax)]. 1. 17[1H, q. 9. 8 (H-10)3 , 1. 61[lH.m(H-l)], 1. 68[lH.m(H-3 
)], 1.79[lH.m(H-4eq)], 1.83[lH,m(H-5)], 1.93[3H.d, 1.0(H-19)]. 2.22[lH.m(H-8)]. 2 
.49[lH.td,9.4/5.6(H-9)], 3.53[3H, sCMTPA-XHa)]. 3.76[3H, sC-COaCHs)] , 4.61[lH,t,l 
0.0(H-2)]. 5.44[lH,dt,9.6/1.4(H-6)]. 5.61[lH.ddd,9.4/4.4/2.6(H-7)], 6.11[lH.dd,l 
5.0/9. 8 (H-11)]. 6.25[lH.dd.l5.0/10.2(H-12)]. 7. l8[lH.dd. 10.4/1.4(H-13)], 7.40[3H 
,m(MTPA-Ph)], 7.61[2H,m(MTPA-Ph)] 

MMTPAj^>^7";K^^H NMRi^^^'^JK^'fb^^^ h<^|| (A 5 = 5s - 5r) "^i^^^ '^M 

^m<Dm^'^^\^'t<D\%-^'fuy yy^fz (me) o mn'^f^fzm^. a ^ o^fi{i^5-^^<^- 
^ (|2I6 4'<^±^) KlE(Dm^^^. M?k^'^^^A.'^WMm (Hi 6 4^(7) T:;^) K'^<Dm. 
:bmA^fZo ^M^/%<Oi^^i)--h. «fMosher&<^Mtctl&o-C. MTPA^^ -rMfc^ t^^^c 
2i|feli FDiS-v;l/^7&«^>^UTV^S^« (C-2) (^mSl^'fb^^rST'^;?. fc^^L/>:o ^ 

[0 0 3 2] 

JilJiO^*. J^y?>T■;^#<^5^M3:##it*^ me t::^LfcMf)x IS. 2S. 3R. 5R. 8S, 9S, 10 
SX'^^fc^^L/co t^^oT. ma^J^tix (2E.4E)-5-[(lS.2S.4aR.6R.7S.8S,8aS)-7-t: 
Fni^-v'-2.6.8-h U^^;v-1.2.4a.5.6.7.8,8a-:e-i?^li Yu-)ry ^ vy-l-^ ;V]-2-^ 
:f-;V^yi5'-2.4-i^:r^>'m (^^^T^ 'fb-^tJ A v> ^ ) -e*)^o 
10 0 3 3] 

^:i^»^-e#KU/c^fr';^*D=&^f 0 <^^^-^6*J'e*'&o 'Km^(i> mBm^. <Zr^<^:^fe 
10 0 3 4] 

[0 0 3 5] 
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A C 

■^;i'T^>'. N.N-v^ f-;uT-'; 4-^^ ^;i/T 5 y if u >^^. i.8-vt-9-* 

tf^^:?'o[5.4.0]'>>'7'-b-7-J^^'O;t*gi^*) ff^^^&XitW^^Ti^^ -20-100 VXK 
^^y'h U T^y-;V. N-Vi Fndf->=r/Ni^^^ 5 F#) ^JDx^ ^ t ^)T'§ ^«r^ 

s?>5feifoif yy^^^^XfiBirieaiiwicm^tM'^'^fflL. -2o~ioo vxkjz^^^ 

m^ii. ^mi-^m^^y4 vomm. Kmi^LStizx^xm^j:^:^^. st-^ 3o^~24b#f^;6^ 
mmx^:ho 

[0 0 3 6] 
10 0 3 71 

miE#2 005-3012169 
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[0 0 3 8] 

"^mz-^m-t ^ c: i: i:: <t 19 c: i: # o 
[0 0 3 93 

[0 0 4 0] 

f\M^^%'^-b-^^^'±(n>^^^\z^ Mx-ff 0.1-99.5%. $f$L<{i 0.5~90%^^;t 
[0 0 4 1] 

A/ "tr ^ -i) o 

[0 0 4 2 3 

izmr-mm^um. ifeiSii±^mr&5»^Js iB^ii?i»j*ji: LT(^)fflS{i. ^w^c^-sKt 

v>:6^ ^AmLT2|s:^Hj>fH'^%o;t^^i9-fii: LT. lB*f^»). O.l-lOOOm 

g/t ^co|IH> L< {± l~500mg/t h O^H;5«— ^6<jTafe;2>o 
[0 0 4 3] 

-So t^vTl B 2-30 lC^«!lLTig4-i- -Sit ^)-e#<2.o 

\%m 1 ] 

[0 0 4 4] 

##M1 

=s^7.T ;V#:OR-MTPA-x. ;^ -r 

^M^2-e#P,tL7t<b'^i^32 mg^rtfi; vVl mU^?#ISL. ^z^^^T. (S)-(+)-a-^ 
h^S^-flr- ( h V 7;V:^D;><-f-;i/) *7 ji - T -fe ;V n » J K ((S)-(+)-MTPA^ n 1; K) 

Tto :*<5r';v:^7Ai?nv (7 n-^;i/C-200s ^P^feM^M. 3 g 

) t?^SaL. gfi<I'ft:'^^39 mg^tefe-?ftt>c!^i: LT#/Co 

^H-NMR(CDCl3) 5: 0.80[3H.d], 0.89[3H,d]. 0.95[3H,d], 1.07[1H,q], 1.16[lH,q], 1. 
59[lH,m], 1.70[lH.m], 1.8l[lH.m]. 1.87[lH,m]. 1.91[3H,d], 2.20[lH,in]. 2.47[1H. td 
]. 3.55[3H.s]. 3.75[3H.s], 4.60[lH.t]. 5.44[lH,dt]. 5. 61[1H. ddd], 6. 09 [IH, dd] , 6 
.23[lH,dd], 7.16[lH.dd]. 7.40[3H,m]. 7.61[2H,m] 

%mm 2 T'# h fitzit^mZ2 mgiSr tr >; V >1 ml ^za»T> (R)-(-)- c - ^ 

( h >; 7;i'^n;>{-f-;i/) 7a:^;i/T-t-f-;v^' n u K ((R)-(-)-MTPA^' n y K) 

3^wo ^^t/^-vU^^JVj&^A^^o-r h^^^^-f- (7 3->5'';i/C-200. ^:3fcM*S&, 3 g 
) t?3jtML. gfi<)'fb'g'%32 mg^Sr^S-ferA^tft Lr#7to 

mgE#2 005-3012169 
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*H-NMR(CDCl3) 8: 0.80[3H.d], 0.89[3H,d], 0.96[3H,d]. 1.05[lH,q], 1.17[lH,q]. 1. 
61[lH,m], 1.68[lH.m]. 1.79[lH.m], 1.83[lH,m]. 1.93[3H.d]. 2.22[lH.m], 2.49[lH.td 
], 3.53[3H,s], 3.76[3H,s], 4.61[lH,t], 5.44ClH,dt], 5.61[lH,ddd], 6.1l[lH,dd], 6 
.25[lH,d], 7.18[lH.dd], 7.40[3H.m], 7.61[2H,m] 

(1) m<Dnw, 

B :^mizW.m^^^(0 V^-X^ ^^LtiN F S - 9 3 2 (^fe#-^ : FERM P-19500 

m^=f^^. m^'j^m. ^^mm^ '^m^j:t^^^hwi:m^mt<Ditmi^^\ 2^^iim=^Tric 

hodermaJl KM^-t^ ^^^ffi <D — ffi-C afe ^tm^\^fZo 

(2) ws-%zm<r>i^m 

V^ij^^ • V3||*^^%±H^W$^i-^^NFS-932»0/h>t^> mmLtz-buH^M [ 
{ioe>o ((i<{f <m) J 10 glSLXfm^:^5 ml<DX^fz=^yy7s=HzmmL. 24 VX- 

25 m\(DX^fzzy^-ly\,zmmtLxmx.XX<m^]^. 24 'C-e3 3lK»SLt::*::^«i: 

(3) ^t^mA<D^mmm 

0. =mit^U. 250 ml) KmLfzo m.MI^^. 40, 60, 80, 100%^ ^ -;V/7K#1 Lt? 

J^lliL, *.80%:5:t>loo%^ i5'y-;v/;?R-^miii:9'^^^-itT«JE^@b7t (3.46 g 
) o ^^^i>*:0^nn.-^;i/Aliv#|j|L, V <>^;v:^; ^ J. n-^ h ^5^9 "7 - (y ::?- 
r ;vC-200, m^^MM. 170 g) l^-g^ L/co ^'nD.-j^;i/Ait'c^p{^y - ^^Ftfi^J 
±tfT®PSL, 1-2%^ ^'y-;v/^'nn*;VA^mii^***!>T^JE^@L;t: (0.54 g 

) o n^'^wm''y^)^^}i^:^yj^^u-7h^vy^~ (7 3-<>';i'C-2oo, myt^mm. 2 
5 g) tcftL, ^^^>f^<DWFm.^^)i^mm^m^^iiz±ifxmmLtzo m^m^<D-^ 

^^ffi^SL (0.07 g) , nm^'^^i^i^-^u-rhiryy^- (:* i^Cis UG80 

, 250X20imnI.D., ^&±m) izX^ULfZo ^Jm^^'^<Ottmm:ir:h:it\iZX^^ 

Fa^^m^^. ^fi^rm^-nmir^h^tizx*)^ mmt^m^m^m^BtLxnti (0. 

03 g) o 

[0 0 4 51 

: m^^^B 

WiM. : 216.0-218.6 r 

Rffit (tlct;v5 --i? Av'- ~> V :^^>'i'60 F254, ^;^^sa) : 
h;l/j^>-g^^^^;v-90%^m (5:4:1) 0.66 
:^Dn5}^;i/A-T-k h i^-2-y^/^V-;^ (85:15:20) 0.72 
: C19H28O3 
Tum^^M iCislhsOatLX) : 
ft#'(iS (%) C:74.96 H:9.27 
(%) C 174. 79 H:9.27 
EI-MS (M+) : m/z 304 

itmytm: [ajD^" +58.71° (c 0.998, CH3 OH) 
IR (KBr) : V 1667 cm"^ 

(2E. 4E) -5- r (IS. 2S. 4aR. 6R. 7S. 8S. 8aS) -7- b: K n ^ y-2. 6. 8- h U ^ ^ 2. 4a. 5. 6. 7. 8 



tefiE#2 005-3012169 



#M 2003-435677 



^-v : 12/ 



-fb-^^AlOO mg^x > 7 t Kn:7 7>'-^ iJ'y-;^ (4:1) 2 mUzmUl^. ^MMWr 
, h U ^^;V'>V ;Vv?T W iJ' > {2.0 U ^^-^y^m 197 l=£rfKT t-C> 

[0 0 4 6] 
m,^, : 54-57 r 
7C*^^« (C20H30O3 t LT) : 
ti-#'lit («) C:75.43 H:9.50 
mmm. (%) C:75.10 H:9.44 
itm^m: [a]D2° +71.64° (c 0.469. CH3 OH) 
IR (KBr) : V 1709 cm"^ 
^H-NMR(CDCl3) S: 0.95[3H.d], 0.96[lH.q], 1.04[3H,d], 1.08[3H,d]. 1.08[lH,q], 1. 
32[lH.m], 1.52[lH,m]. 1.75[lH,dt]. 1.85[lH.m], 1.93[3H.d]. 2.20[lH.m]. 2.49[lH.t 
d], 2.74[lH,t], 3.75[3H,s]. 5.44[lH,dt], 5. 59[lH,ddd]. 6.l4[lH,dd]. 6.27[lH,dd], 
7.20[lH,dq] 

mmm 3 

(2E. 4E) -5- r (IS. 2S. 4aR. 6R. 75. BS. 8aS) -7- K a ^ '>-2. 6,S-hV ^f- 2. 4a. 5. 6. 7. 8 
. 8a- :t ^j^H Yuj-y ;vl-2-^ ^ -2. 4-i^' J:- >-l-:t - ;V 

Tic^'fbV ^"^7 AT;v^-"^ A37 mgi^-r t Kn77>2 mHcM^L^ ^F^^TPV^^ 
>««IL;^v:o M«*^T. 'fk^tJA200 mgOx h vli Kn7^>^^8t2 ml^rlO^I^-d^tfC 
TiTL. 24^F5iP^M»SL/co RJSfl^=lr7XJ^fi:. 7lc0.37 mU 15%7Xm'fti- h V AtK'M 
0.37 mU 7jc 1.11 mI=^M^fSTL> ym^ii-fLX^ I^-fecO^^tJ^^^Sfei' * ^ ^ 

TizmMir^^Lfzo ^^tJ^v';*r;V:^7Ai^n-7hi?'9 7'r- (PSQ lOOB. ■g±'> 
V'>Tia. 20 g) X-mmL. Umt^mi2A tDg^iSk'&T^)\^yr:^tLxnfzo 
[0 0 4 7] 
7n*^9-W^ (C19H30O2 • 0.7H20^ LT) : 
ft-^'lft (%) C:75.30 H:10.44 
»JII (%) C:75.26 H: 9.94 
JtiigTfcffi : [ff]D2° +15.11° (c 0.900. CH3 OH) 
^H-NMR(DMS0-d6) 5: 0.82[lH.q]. 0.89[3H.d]. 0.93[3H,d], 0.96[lH,m], 1.00[3H,d]. 
1.14[lH.m]. 1.34[lH,m]. 1.65[lH.dt]. 1.65C3H,s], 1.78[lH.m3, 2.08[lH,m], 2.33[1H 
,dd], 2.43[lH,dd], 3.83[2H,d], 4.36[lH,d], 4.76[lH.t]. 5.39[lH,d], 5. 55[lH,ddd], 
5.67[lH.dd], 5.99[lH,dd], 6.18[lH.dd] 

mmm4 

(2E. 4E) -5- r ( IS. 2S. 4aR. 6R. 7S. 8S. 8aS) -7- K n ^ '>-2. 6. 8- h V > ;V-1. 2. 4a. 5. 6. 7. 8 
. 8a- ^^tlK^:^7^V y-l-^ ;v]-2-^ > ^ -2. 4->^ J^- -^jv ji- -r 

^Jfe^J 3 -e# <b ^^/c'^k'^%85 mg^-r h7t Kn7 7^2 mHC?#j!^L. 3 'i7>fb^ ^;V22 
;m 125.y^60«7}c^<b:^ h 'J' A29 mg«:Jli>^^JjP LT. ^za-e24^Sm# t/Co ^J&fl£t-7K 

o ^@t?^vV 5t/^;V*7A^nv b ^^97^ - (PSQ lOOB, ■g±'> V '>TS!i, 10 g) "C 
ffli^L. g6«l'fk'&%62 mgSrflftfe^^J^i: LT#^Co 
[0 0 4 8] 
TC^^^f-fil (C20H32O2 • O.lHaOi: LT) : 
tf^ffl (%) C:78.43 H:10.60 
Hilflffi (%) C:78.21 H:10.61 
Jtit^E: [a]D2° +10.94° (c 0.457. CH3 OH) 

miiE# 2005-3012169 
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^H-NMR(CDCl3) a: 0.94[lH.q]. 0.94[3H,d], 1.04[3H,d]. l.lOCSH.d], 1.27[lH.m], 1. 
36[lH.m], 1.50[lH,m], 1.75[lH.dt], 1.75[3H,d]. 1.86[lH,m], 2.17[lH.m], 2.41[lH.d 
dd], 2.73[lH,t]. 3.31[3H,s]. 3.85[2H.s]. 5.42[lH,dt], 5. 59 [IH. ddd] . 5.74[lH,dd]. 
6.02[lH,dq], 6.17[lH,dd] 

mmm 5 

N-( fcf U y >-3->f ;V ^ - (2E. 4E) -5- [ (IS. 2S. 4aR. 6R. 7S. 8S. 8aS)-7- 1^ K n ^ ->-2. 6. 8 

- h y ^ 2, 4a. 5. 6. 7. 8. 8a-:t » 1^ K n -j- 7 ;v1-2-^ ^ Jl/^ -2. 4- 

'fb'^i7A3.04 g^rN,N-y^-5^;W.i^;VAT5 K45 mUCv#i|L, l-J^^;W3-(3- 
r ^ y tf;v):*;v:^?v^ ^ K:^m:^2.11 g:S.m-li Kn:^i/^>'y h y t V-;H.84 

9 g<7)N.N-vp{-^;V.i^;VAr 5 K^tSIS mi;5.?/h •;ai-^;i/T5 V3 ml ^M^fST L/^io ^ 

[0 0 4 9] 

m,^. : 163-164 V 

7n*:9-*f1it (C25H34N2O2 1 LT) : 

th»^tt («) 0:76.10 H:8.69 N:7.10 
^aO-te (%) 0:75.84 H:8.67 N:7.02 

itmitm: [a]D^° +76.69° (c 1.103. CH3OH) 

IR (KBr) : u 1653 cm"^ 
^H-NMR(DMS0-d6) S: 0.84[lH.q], 0.91[3H.d]. 0.94[3H,d], 1.01[3H.d]. 1.02[lH,q], 
1.18[lH,m]. 1.37[lH.m], 1.67[lH,dt]. 1.80[lH.t]. 1.89[3H,s], 2.12[lH,m], 2.44[1H 
,m], 2.46[lH.in]. 4.35[2H,d]. 4.38[lH.d], 5.42[lH,dd], 5. 56 [IH, ddd], 6.05[lH,dd], 
6.31[lH.dd]. 6.87[lH,d]. 7.33[lH,dd], 7.66[lH.dt]. 8.41[lH.d]. 8.44[lH.dd]. 8.4 
9[lH,d] 

mmme 

N-( If U P >-4-^ jVji ^)U)-(2E. 4E)-5-C (IS. 2S. 4aR. 6R. 7S. 8S. 8aS)-7- 1^ K n ^ v-2. 6. 8 

- h y ^ ■f-;V-l . 2. 4a. 5. 6. 7. 8. 8a- :t ^ 1^ K n 7 V ^-1-^f ;l/1-2-^ :x ^ -2. 4- 

N- ( bf y -J>-2-^ (2E. 4E) -5- f ( IS. 2S. 4aR. 6R. 7S. 8S. 8aS) -7- H K P ^ '>-2. 6. 8 

-h y p{-f-;W-1.2.4a.5.6.7.8.8a-:=r^ Vxaj-y ^ )\^^-2-:^^Ay^> i'-2.4- 

'J:cymT^ K 

N-^ v;l/-(2E. 4E)-5-r(lS. 2S.4aR. 6R. 7S. 8S. 8aS)-7-ti Ko ^ ->-2. 6. 8- h y ^ ^;V-1. 2 
.4a.5.6.7.8.8a-^^ ^ 1^ KP:^7 1^ >--l-W ;V]-2-^ -^jt^^^^ ^-2.4-v^ J^>^^T ^ K 

N- (3-^ > ^ > _ (2E. 4E) -5- C (IS. 2S. 4aR. 6R. 7S. 8S. 8aS) -7- K a ^ v-2. 6. 8- h 
y 2. 4a. 5. 6. 7. 8. 8a-:t ^ 11 KP ^^ 7 V :^-l-^ jVl-2-^ y 9 -2. 4-y 
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mmm i o 

N- (4- O g ^ y ;i/)-(2E. 4E)-5- f (IS. 2S. 4aR. 6R. 7S. 8S. 8aS) -7- K o ^ '>-2. 6. 8- h 'J 
>mT^ K 

mmm 1 1 

N- (4-^ V ;v) - (2E. 4E) -5- [ (IS. 2S. 4aR. 6R. 7S. 8S. 8aS) -7- K P ^ '>-2. 6. 8- h U 

^ ^;wi.2.4a.5.6.7.8.8a-:j-^ Kn-j-y^ ;H-2-;>t -^jl/^^ ;$^-2.4--yj^ 

>^^7 ^ K 

Hife^^B 1 2 

li-U-m\W- 'J^-^)}^T^ y)^>P)V^-(2E. 4E) -5- r (IS. 2s. 4aR. 6R. 7S. 8S. SaS) -7- 1^ K 
P ^ ->-2. 6. 8- h y f- 2. 4a. 5. 6. 7. 8. 8a-:t ^^^lKP:^7»l/ JVl-2-^ ^ 

mmmi 3 

N- ( b° y y >-4-^ - ;V) - (2E. 4E) -5- [ (IS. 2S. 4aR. 6R. 7S. 8S. 8aS) -7- 1^ K P ^ '>-2. 6. 8 
- b U ^ 2.4a. 5. 6. 7. 8. 8a- :^ ;{^:j^tiKP-^7^l/ ;l/1-2-^ :^ ^-2. 4- 

1 4 

N- (4- K P ^ y 7 ^ ^ - (2E. 4E) -5- [ ( IS. 2S. 4aR. 6R. 7S. 8S. 8aS) -7- K p ^ ~>-2. 6. 
8- h V ^ 2. 4a. 5. 6. 7. 8. 8a- :^ ^^}^Y^ui-y^U )V\-2-^ 

^mmi 5 

N- ( -7 J. - yf - (2E. 4E) -5- f (IS. 2S. 4aR. 6R. 7S. 8S. 8aS)-7- ti K p ^ i^-2. 6. 8- h V ^ 
f-;V-1.2.4a.5.6.7.8.8a-:j- 1^ KP-j--7^ ;Vl-2-X^;l/^>^ j^-2.4-v 

mr^ K 

^Ji&^aj 1 6 

N-7 -;V-(2E. 4E)-5-r (IS. 2S. 4aR. 6R. 7S. 8S. SaS) -7-1^ Kp ^ ->-2. 6. 8- h U 2 
.4a.5.6.7.8.8a-:^^ l: KP•:^7^ V ^^-1-^ ;v]-2-.>< j^-2.4->^J^:/^7 ^ K 

1 7 

N-^ ^;l^-(2E.4E)-5-r(lS. 2S. 4aR. 6R. 7S.8S. 8aS)-7-l:: KP ^->-2. 6. 8- h U ^ 2.4 
a.5.6.7.8.8a-:j-^ b Kp:?-7^ l^>-l->f ;v1-2-;»{ ^;V^>'j^ -2.4-5^ Ji^^gT ^ K 

mmm i s 

N-(n-y-^;i/)-(2E.4E)-5-[(lS.2S.4aR.6R.7S.8S.8aS)-7-l^ Kp^ v-2.6.8- ^ 

. 2. 4a. 5. 6. 7. 8. 8a- ^ \^ Vu ±y 'j^ u ;v1-2-^ > ^ -2. 4-i^ >M7 ^ 

_K 

mmm 1 9 

N-(t-7'-^;l^)-(2E.4E)-5-[(lS.2S.4aR.6R.7S.8S.8aS)-7-ti Kp^v-2.6.8- h V ^ 

. 2. 4a. 5. 6. 7. 8. 8a- 11 Kp-^^ V>-l->f ;i^1-2-^^;v^>^-2.4-v ^ 

Jf. 

%mm2 0 

N. N-y p< -5^ ;v- (2E. 4E)-5-[ (IS. 28. 4aR. 6R. 7S. 8S. SaS) -7- tl K P ^ i/-2. 6. 8- ^ ^ 

iiifE# 2005-3012169 
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. 2. 4a. 5. 6. 7. 8. Sz-:^ ^ ^-^Vui-y ;i/1-2-^ > ^ -2. 4-y.x ;xMT ^ 

mmm 2 1 

N-^>y;V-N-^f-;W-(2E.4E)-5-[(lS.2S.4aR.6R.7S.8S.8aS)-7-l^ Kp^v-2.6.8- > U 
^ 2. 4a. 5." 6. 7. 8. 8a- ^ K n -j- -7 ^ V :^ -1- ^ -2- ^ ^ ^ > ^ -2. 4- y 

>MT ^ K 

2 2 

(2E. 4E) -5- r (IS. 2S. 4aR. 6R. 7S. 8S. 8aS) -7- 1:: K n ^ v-2. 6. 8- b V > f - ;V-1. 2. 4a. 5. 6. 7. 8 
.8a-:^^^li ;V]-2-p?f-;i/^> j^-2.4-y.3^>^T^ K 

^®I^J 1 

ICM-lli^^ffPMIiiS^ (Enzyme Immuno Assav^ EIA) 

^m^mzjssL'^p^^mmsm^^m.m^ {Bii^mmm -^m^^. huvec m^mm. 

o 

[0 0 5 0] 

fflV^T. HUVECSrl~2X10* cells/welK 100-200 1 medium/well 0^#t?. 48-72^ 

SH^^L/cm. TNF-a (ffimx.li MNF-a. Genzyme^) ^10//1«L (^«JS0.3 
ng/ml) . SZ/C02-f V^J.'^-^I^T-^ttL/Co 16~22^F^|^twMt^^T-e»<^?l^^fil 
^^-fi^vs l%/^•7*;^AT;^T'li mfet-eSBS&^rS^L/sro Ca2*S.tmg2*'^J^'; 

■tf^life^^'^7;^IgG(H+L) (Organon Teknik Corp.iSf) "C^ <b iCSO^^-P^^iQiSLfco SJS'J ^ 

V^T^-feS^iiJ^L. HUVECJtJc^a^L/ilCAM-l^^nV h n-;i/tzJt-r^||3im#^ (%) 
tfC**. I Cso-lit^^^ffiL/io -e<^^:ll=lr^2 ic^i-o 
[0 0 5 1] 
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1^21 

mz icAM-1 nmmm^m 





1 C 5 0 ( >« 1 0 /£ M) 


1 


5 . 9 


2 


0 . 0 6 7 


MMM 3 


0 . 9 9 




0 . 2 2 


mmm 5 


0 . 0 1 7 




0 . 0 5 9 


mmmy 


0 . 20 




0 . 0 4 7 




0 . 2 1 


mmm-i 0 


1 4 


m1&m^ 1 


1 6 


mmm 1 2 


3 2 


1 3 


0 . 5 7 


mn&m 1 4 


1 . 5 


HifiM 1 6 


1 , 5 


mmm 1 7 


0.26 


mMm^ 8 


0 . 2 4 


9 


1 . 5 


iiiis«ii2 0 


0 . 1 4 


mmm 2 1 


0 . 4 9 


11%^ 2 2 


0 . 8 8 



^f-;v>fbi^ hjiiLjtT;v7^^ >mmmmmm^fs:jBU.m. (MeHSA-oTH) 
^m-kMmz^^^Mt}^ vm.m7}^-:^<> (mchsa) ^ smg/mi xmM\^. ^m<d^'^ 

100 * 8 M^<DM^ C57BL/6 ^ 7.(O^Tl,^^Mir ^ t-X^m,W.!^i^^^<:>^Zo 7 
B^. ^m-^MWiK MeHSA i Img/ml X^MV. ^ :^ <D:&^km^m.&r l/^ 25 /z 1^ 

[0 0 5 2] 
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MM. (mg/kg) 


mmm^ (%) 


^SS^ 5 
NSF-932 No. 41 


10 
30 


27. 5 * 
51.5 ** 


llfi&#!l 6 
NSF-932 No. 42 


1 0 
30 


27. 8 * 
35. 7 ** 



*:P<0.01. **:P<0.05 Hf^VhiSlM) 



m3 izm-rm^. ^^i^mit^mi)^') y^mw^mi^^^^&'&mB.oi^mKmm-^^^^ 
^'ymm&^i im^^-y>^ 2mg/mi omst^^-s <t d o.m WFm^m^^mwi 

/Co ai4 DBA/IJ v-i;;^ (8j1*$. :^;^) OM^ia5-&F*3t^;a#LT-^i®'f^^Sr^fv> 21 B 
^> WtcPMU:^c?L'fk^J 0.1 ml *-7.j7;^WSB^F«3l3ii*rLT-^iSf^«rfTV>> Kfi&ife 

=^^^$^i::^co -»'f^:6-'b 2 Mm^k. mm^mvt^m^mKmmhti (oiie'^. i: 
■^^(omrn • ^m. 2 : j^m^bomm • ^5!^. 3 : ^x(d^^^ x v'^m.u<Dmm • mm) 

[0 0 5 3] 
1*4] 





ffift (mg/kg 


mm 




cont r 0 i 




1 0 


5 . 7 


^lg«9 5 


3 0 


9 


2.1* 



*:P<0. 05 (-t^ ^l^a ^7 V >Hl^jBl^^) 

SC^f^J 4 

^inmLfz^. 5x10* cells/ml (^i^flaM^T'et^rPSaL^o C:^x«r96;A:"7'V'- h iC90 

o 3Br^^*^, 5 mg/ml MTT (3-(4,5-y> ^;i'^T V-;W2-^ ;i/)-2,5-S^7a^-;Vx h 
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F^^«m> 0.04 N:^M'l:'^tf 2-7^0 7 ^V-;^^m00 l=Sr#>i7 ai;i/tz»LTK/S=S:# 
iht^o ^^t^MTT^;w-Jf>=Sr'^;^-^-^^>^;i't?^';' h t?+^tw^ii?L> 655 nm^r 

^fflv^-c^^^^m^i^^^fi^v^. mmMm-^m%mm-t^m.^ (icso) ^r^mL^^o ^f^tt 

1) m :A549 (VI hW^SM. Itffl^Ali:^.— 7>'•^^WJ^>>^) 
^«^:DMEM (iJ'';^^^/ +10%FBS ( ^7 vl&^BJfliTt) 

2) mm. : PC-3 (n hJWttr:a:miiS^J!&. ATCC) 

: DMEM+10%FBS 

3) mm. :aspc-i (t:h#Mfla. m^;^^) 

^^fa : DMEM+10%FBS 

4) mm : HT-1080 (t ^sgi8l^tt»^ atcc) 

: DMEM+10%FBS 

5) mm :Hepatocyte (JE'^H hTOfl^^ ACRBI) 

6) mm :nhdf (lEtt himiliir«DJife^ ^^^^'^) 

l^mWi : DMEM+10%FBS 

1) mm -.^ps. OE'^'-^i^immsimnmsim. kcrni) 

^mm. : cs-c (-t ;v V ;^ X A XttSi) 

[0 0 5 41 
1*51 



«5 «HB&]iim»«i^e^ 





1 C50 (nM) 


A549 ( b hliiitSftllia) 


85 


PC-3 (k KBiilirilCi&lS«Bli8) 


67 


AsPC-1 ( t hPSUHlia) 


1 13 


HT-1080 (k K-t(lli0^1ii«BIia) 


70 


Hepatocyte (jEttt hlFABlii) 

NHDF iJEHiiti hmm^m^") 


430 
600 
9400 



mmm i 

^gk:^ 1 ^80mg + 

m^mm i o^it^m 5. omg 

h -J^^nn v^jgj 46.6mg 

jgS-b;i/n-^ 24. Omg 

>j«-?-;v-fe;un-;^ 4. Omg 

;^7"T V >'^-7:J^^-v'^?-i» 0.4mg 

I^^J^ 2 

miiE# 2005-3012169 



mm 2 0 0 3 -4 3 5 6 7 7 ^-'J : 19/E 



mm (mm) 

^!!t:^1^80mg 4" 

'^mm2<0it^m 5.0mg 

h n n ->M^ 46. 6mg 

^B^-b;l/n->(. 24.0mg 

^•^;v-k;vn — X 4.0mg 

;^T-TU >'Mv:^;t->"i'-^ 0.4mg 



i (om^<ou^Mim'B<o:^^ i^xy) nmmm vmm t-t^o 

[0 0 5 5] 
[0 0 5 61 

[ml \t^m P^<om^Z7.^^ YJVi:^iro if^l4H. mWtCXib^o 
XfAm\t. ^H-^HCOSYi' J: V}^^Lfc¥®«itSR^^^i"o ^mt. HMBC>^^i5' h ;V 

[1151 j^:?^T}i^i$-(DmM±i^mmtmmm'km-to ^mt. mEtmm^f^f^mm 

[me] j:.>^7')ui^(OMrPhJ^:^T)i'<DA a ( = as - ^r) MtmM^L^^M^^^'t 
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10 ^ 




1u 1 



H- ' H COSY 



HMBC 
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3 • 



3- 



4- 



5- 



6- 



7- 



9 • « 



9 O 



I • 



I 



0 O 



I I i I I I I I I I I I I I I I I I I I I I M I I I I t I I I I I I I I < I I I I I I I I I '« I < I * M 

1^0 140 120 100 80 

PI (ppa) 



I ' I t M ' ' ' ' I 

€0 40 20 
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NOE 
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[116] 
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6/E 



CO2CH3 

+0.01 




-0.04 



miE#2 005-3012169 



#® 2003-435677 



l/E 



mm] 

m^z^m ^m^t LT. m^^i. N-Ce V Vy-Z-^ f^;V)-(2E.4E)-5-[(lS.2S, 
4aR. 6R, 7S, 8S, 8aS) -7- H K n ^ >'-2, 6, 8- h V ^ ^ 2, 4a, 5. 6, 7. 8. 8a- :t ^J' iJ' t K n 
7-5^ ix>_i_^;V]-2->^;V^:/iJ'-2,4->^^^mT5 K«-^^^^t LT-g-^ft^ICAM-l 
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